STN To.q.0 ^ ^ Q y QCT 2004 

Ll ANSWER 1 OF 1 WPIDS COPYRIGHT 2004 THOMSON DERWENT on STN 
Full Text 

AN 2002-051553 [07] WPIDS 
DNC C2002-014978 

TI New composition for injection for prevention or treatment of heart 

failure, autoimmune disease and septic shock, has improved in solubility 
or stability. 

DC B0 2 

PA (TAKE) TAKEDA CHEM IND LTD 
CYC 1 

PI JP 2001261557 A 20010926 (200207)* 37<-- 

ADT JP 2001261557 A JP 2000-83229 20000321 

PRAI JP 2000-83229 20000321 

AN 2002-051553 [07] WPIDS 

AB JP2001261557 A UPAB: 20020130 

NOVELTY - New composition improved in solubility or stability comprises 
.cycloalkene compound, its salts or prodrugs whose solution of more than. 
pH 13 is adjusted at lower than pH 12, and if necessary, is f reeze-dried. 

DETAILED DESCRIPTION - New composition improved in solubility or 
stability comprises cycloalkene compound of formula (I), its salts or 
prodrugs whose solution of more than pH 13 is adjusted at lower than pH 
12, and if necessary, is f reeze-dried. 

R ■ aliphatic hydrocarbon, aromatic hydrocarbon or heterocycle, a 
base represented by -OR1 (Rl = H or aliphatic hydrocarbon) or NRlbRlc; 

R0 = H or aliphatic hydrocarbon; 
R+R0 = bond; 

dotted line = optional double bond; 

ring Al = aliphatic hydrocarbon, aromatic hydrocarbon, -OR1 or 
cycloalkene (optionally substituted with 1-4 halo); 

Ar = aromatic hydrocarbon; 

n = integer 1-4. 
Rib = H; and 

Rlc = aliphatic hydrocarbon. 

INDEPENDENT CLAIMS are also included for: 

(1) preparation of a composition containing (I); and 

(2) improvement of solubility or stability of (I) by the above 
method. 

ACTIVITY - Cardiant; Immunosuppressive; Antibacterial. 

MECHANISM OF ACTION - CO and cytokine inhibitor. 

USE - The composition is used for the prevention or treatment of 
heart failure, autoimmune disease and septic shock. 

ADVANTAGE - The solubility or stability of water- insoluble or 
sparsely soluble (I) is improved, and the composition can be used for 
intravenous injection. 
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i*. Willi. p-r;u*» ^Ph/'OuSfct* tf. rc 6 _ 10 7U-;u-rt;i^=;u**vgj£LT 

lis Willi. ^^>i, :7x-;u7-tMf rc 2 _ 6 7;u* 

-/-f;u^>»jtLri± % Willi. 7-tzMrv«. ?PtT;j-=ju;j-**>£ s ^'jyujM^S. /\V 
•j;M-*v*. e/\*p-ou**->gfcW, rc 3 _ 5 7;uw-<;u^vSj<!:Lrii. Willi. 7^'J 
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loozwwmat&iyxteMjMwtotLxit .Ma % c. A T>u*Mm 

S 1 ?: ^^^' tow ^*- r wy-*-***=*T«y«jti:Ti*. 

^ c 6-io'"J-^**v-*;i-*^;i, ;j - + .> S j il , T ,j i 7iy+ .>*yu*=X**-5 
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S, tf' J2v-;uS, t°U5v^S, t7v-^S, <<>Ku;uS* t7-;ft ^e^-jus. 
^^v-^g. v^v'^uS.+y^uS. t°';KC2,3-d]t°'j5v;i,*, 1,5-, 1,6-, 1,7 
-,1,8-, z.e-^-iizj-^^'Jv^S^x/cz.a-dDeUv^S. 'Oy*t°^;i,a, x 

Coo33]rB^s^L-c^Tt<fcL^c 6 _ 10 TU-;uSj(Drc 6 _ 10 7'j-;uSj<!:LT[i, 37 
l!i^^^b7K**J^o^tt^Sj(ffl^S^Lrl^r=tJ:t^c 6 _ 10 7'J-;^S^^<)A^bMl^H 

mttmst-i^i^oTtt^^T^Tt ^m^m&^mi&Lx^x^ etc zo&u&'S 

ii.frlHregis^^LT^rt*i^iJ»feK<b7XffiSj©ragiSjA^bS(^fcS^T*M^ 
wflifeapfi^Bft^tir^rt,*:^. -etibcoasisiis ^^scDB&RmfcsiKiicBJSi 

£*vCfctj\ BEBfcafctelfilclgS&h/f* B-*fcl**fcoTtt»fl(2~4ffi)fco-C4,,fc^. 
[0034]R. R 1 . R 1a , R 1b . R 1 <\ tLXlt. MXlS. BtSU££*rLWC*J:l*ft*»1 ~6©te 

«7vu'*;u£(i&L ^us. x?^us. n-^pt°;us. -fv^Ptfju*. n-^;ua, -rv?* 
;uS, tert-:7>*v*;U7^;u^;uS. fcKP^x^ufift^fcWJfgEUJBi^bfu 
-e&.mtf. ^u*. x^;ug. n-^Pt°;uS> -fv^Pt°;uS, n-^uS. -fv^ug 
fciftfffliUffl^btiSo tyfrtf\ ^^.lis ^;u«, x^;u» N n -:?Phf;i,Sfci:j&<»*u* 
C fcfr^x^uS&<t*tf#£U\ r 2 . R 2a <hLTii. 7K^HT. ~6cofi« 
7;i/*;u£(0L x^;u«. n-^Pt°;uS. -rv^Pt°;uS. n-^;uS. -rv^;u 

tert-?h*v*;u#-;u^u&. fcKP*S/x^uS££)££jWfff:L<JflL*b*u <!: l J:b 

l\, Ar . Ar 3 T'^^ragiai^LTLNTtifcl^^ijiaHbTXmiSjJcfclt^rB^ltjiLT 

x^;ug. ^pt°;u*. :7>;u*£<tfh fi»(c 1 _ 4 )7;u3+i/»(«i. >Mrv». xMr 

vl, ?ptK**>£. ^h+i/«3B:if)s ft«(c w )7;ua**>*;u7K-;Ht(«, >Mrv*;i~-K- 

xh^rv*;u7t-:-;uS. ^ptK^v73;u/-H-;uS. ?Mrv:fc;U7t?-;uS&<!: ) . iuutf^i/ 
-hP«. vT/S. T*>;U75/*(«» tmz^uts/** ^ntf^-juT^y^ 

^'j;U7S/S^«t*CD^mai ~4<D7;U*/>r;U75>'g£<!:h g?§?tl&3~6(Dv>7P7;U*;U 

£(0!L v^p^Pt°;uS. v^P'O^uS^*). a^6~io<DTU-;uS«5iJ. ?x-;i/S. 
^-^;u*. <>f-;Httl /\p^/iftii&(c 1 _ 4 )7VMn>ug(0iL HJ:?>M-p wuS. MJ 

7^taxf;H^i*), /NP'7-Vi£^(c 1 _ 4 )T;uz]^rv«(0iJ. HJ?;M-p*Mpv«, 1.1,2,2 

— rh^M-PxMrvS. 2,2.3,3,3-><>$:7;u*P:fP7K*vSfc<i:*h tt«(C w )7;i4 

;u*:rtfc<«U >*;u**£, x^;u^s. ^Pt°^--;u^S^<i:'). ft«(c w ) t;u*;u*ju 

7k-)\,g(M. **>;uu*-;ug. x^>x;u^-;uS, :/P/*>x;u*=;ug&<i:K fiiKc,, 

4 )7;utW;uS(0L *;us;u». 7tf)H, ^Pt°^;uS^t*). sM^^S^^S 

(#k 1 ,2,3-hU7i/'j;uS. 1 ,2.4- hjt % /'J;u*. xh7 i yu;us. *tVm;u3L -rv^TVU 
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^t^®- fiite"^ 

*;u**«>;u7x=;u» % -hP^xn;u S , v7/7x_,u^ /xnyyftacc, J7;u*,u 

Lit 1 11] 



-^ 73 ii X °^?S!* iL ; tt - ** tf ' 2.3-^^P^x^S, 2.3-^PP^x 
5-^PP7i_;i,i, 2,6-^U^-P7x^;U* 2 6-^PP^/-7lS ^ 

^^"^'t** 2-^1=**, 3-7iU^P7i=;T» 3-^PP7x- iTi 4 
t*W*L<ffllj6h4. »*«(C w )Tfl.zi*->-»;u*-; Wl i /uatl , T , t> mH 2 _ 
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JP-A-2001-261557 # „ 23/46 1> 

tLX\t.m?U£. 2- HJ^^fc^MrV^x^Ug, 4- (2,2,3,3,3 

v)7x=;ug££##£u^b;h,6o 

2-7tf;^i-;bi^i:*A^SL<ffl^bH,l5ifl)^iiTO-eii$toi-;i/I 

< tLTIi^J^I^4-(2H-1.2.3-h , JTV*-;U-2->r;U)7xn;US.4-(2H-7 L h7y- 

;u-2 — r;u)7x-;uS.4-(iH-^h^y— ;u-i— f;^)7x^;^S.4-(1H-1,2,3-h 
'JTy-;^-1 -4)\,)Z>nL-)\s&Ut'tftti&L<mi^tl. ^(C^pT^aJFv-*;^- 

-;uy^;u*;u/^-r;u)7x^;uS^WJr*L<ffl^bH. in .s-vTv^^T-vy-M 

(C^mU^U^xx^Ug^LTIi. 

v/^;u)7x=;uS&£tf#*L<ffl^b^ 

*L^xn;^<tLTIi. 2-7;U^-P-4-^;U7x-;uS, 2—J7PP-4-./5MU? 

x-;uS* 4-^;u^-p-2->^;u7x-;uS^<»:7!)<Jf*L<ffl^b4x. i£MP>r>fc e kt/MKc 
1 _ 4 )T;U34rv-*;U7K-;UT'fi^tl^xx;;u* < !:LT[i. W^tli. 2-^PP4-yMfv7J 

It. 2- i7PP-4-vTy^x^;uS^<if^»*L<ffl^btl. ii/\Py>£5M<7>^#J£^ffta 

■eaM^H^x^ustLTii. 0fl7tlis 2-7;u^-p-4-(iH-i,2,4-h'J7 % /— ;u-i - 
«» (c t _ 4 ) -7;u^ -*;u/ ^^UT'fi^tifc^x^uSt Lr it .Mz.\£. 2 - ?pp-4 

-(N-tert-^h+V^^-^^^^/^^^^x^US, 2-<7PP-4-(N-Xh^V 

*;U7K-;u>^U*;u/^-r;u)7xzi;uS3i<i:^$?$L<ffll^b^o 

[0038]^blcS Ar. A^tLXlt. t*>)t>H7*-J\'&. 1 ~3<i (fc^T-tl ~2<l)<D/\ 

p^:^B&£*if::?x^;ug(0ik 2,3-v^;u^-P3'x^;uS, 2.3-v^pp7x^;uS. 2,4 
-v?;M-P7x=;uS. 2,4-v^pp^x-;uS. 2,5-v^;u^-P7x^;uS. 2,5-v<7pp 

?x=JU£ % 2,6-v:?;M-P?x=.;ua, 2,6-v^PP7i- ;US. 3,4-v7^t07i-;i/ 
3,4-v^PP7x^;US. 3,5-v^;U^-P7x^US. 3,5-v<7PP^x^;US. 4-^P^E 

-2-^;u^-p^x^;i/S x 2-^;u^-p^x— ;u*. 2-^pp^x^;uS. 3-^;u^-p7x^ju 
3-^pp^x^;uS. 4-^u^-p^x^;u^ 4--?pp7i-;1/S, 2--7;^p-4-^p 
P37x-;uSs 2— i7PP-4-7;u^-p^x-;uS. 2,3.4-hj?;1/*p:7x-;u^ 2,4,5- h'J 
37;u;l-p:7x=:;u£fc£). /xP^fc^eiRC^^T^^u-eBft^fc^x^^lKW. 2- 

0uu-4-*=f-)V?x.-)\,&. 4-7;u^-p-2-y5 1 ;u7x^;u^cf<!:)'Ej:«!:3!)<»*L^o 
1~3®(to-et1~2<i)(D/\P^r>'Ca^tlfc^xx:;uS(^J. 2.3-v^PP7i-/l/ 
2,4-v7;U^-P7x-;U* „ 2.4-v^PP^xn;uS, 2.6-$/£PP:7x=Jl4l» 2-7;M" 
P^i-;US % 2— ?PP!7i-;ug % 3-^PP^x^US, 2-^PP-4-37;u^-p^i-;u* s 
2A5-hU7;U^P^xx.;uS^*)./NP^>fcd:i;i£IR(C 1 _ 4 )T;U^;UT?a^tl^xx;;u 

g(0!k 2— i7PP-4-^;u^x-;uS, 4-^;u^-p-2-^;u^x^u*^«!:)^<t*^if* 

LU„ ftK, 2,4- v?;U;j-p?x=;Ug % 2-^PP7x^US.2-^PP-4-^;U^-P7x-;u 
2-?PP-4-^U?x=;Ug££j!)<$?£L<. 2,4-v7^tP7i-/H. 2-^PP-4 
-7^tP7i-;i/S/d:^Jf*Ll\ 

[0039]^BJSfl#|Zfcl^A 1 li(i)a^S^Lr^TtJ:l^i^^<b7K*S. (ii)B&& 

£^LT^T&£l^#&ESUb7M?§^ (iii)it-OR 1 (5C*. R 1 liiftlB<>:EmiS£^-f o 
^SfcJ:t;(iv)/\Py>^^bglitl^1~4^r'a^^HTUTtJ;l^v^P7^>^ 
(i)a^S^WLTUTtJ:lNfliJft^m^7K0S. (ii)fift££*rLTl*T*,J:L^#Mi 

M^b7KmSfccfc^(iv)/\py>)i^^b^i^^i~4^^a^tir^T ; tJ;^v^PT;u^> 
#»*U*. *BJSa»lcfc^r^A 2 li(i)a^S^^LT^T*J:^M)ftilM<b7XmS. (ii)B& 

&%GLxi*T ! t&i^$m8iib*m&* m£-oRH&tp.&itmtztmmmz7Fto)xm 

&h43te\fctf(iv)/\py>g^b«i#h.£i ~4fii?B8l*4ifc*>^P7;u^>**-rA^ (i) 
B»**^Lri^TtJ:^l!gJft«eftft**3l. (ii)B&S£^LTlNTt<i:L^#i£#Hb*iitg 
fc<fctf(iv)/\Py>I5?-j&*bgli;»v&1 ~4<ir-a^4xf-V^PT;U^>/)<»*L^ 0 Ztih>0) 

b&£b« ja^fc.fe^aA^roBftBrffi^^is^icfifiiLrfcy, jia^^a 2 *^ 
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^^^{kjK^jt^oto^fflL^^t^rt^o^A'fe^i/^A^M^S^fc^rg 

[0041 ]^A 1 fcJ:^A 2 (DM^Si:Lr(i. ItfcraflfDC, tert- 
[0042]5£Hb112] 

[ie^nJiMSt^ES^^-To ]T?a*ti**(4, 5*[-fbi 1 3] 
*fcl*ntii4] 

(cH2> <sC 

[0043]I[?b1 1 3«*M»T?**=W#*U\ 

*fdi[fbii8] 
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25/46 /<— *> 






[0044]$fc,^[fb120] 




-ea*H4*fi.anbi2i] 



a 



oc 



ti^4ST«fe^:^*f^. ^Hbi 23] 



a 



[0045]^(Iaa)T*a£*t£<b£tl£LT[;):, a(fob)-e**4v6*0>Jb<»*L<. 3t (Ia)T?8**l4 

fls^ttfcLTte* a(ib)T?S£4v&*©j&<#f:U*. iC(ibb)-ea*4t*ft^«atLTtt. 5£(inn)r* 

*$*i-6ta>35<#*L<. 5£(Ib)T*S£ft£<b£$&l<tLTI;t, a(In)^£$*l£*a>rt<#£Ll*o x£ 
(Ibb), (Jb)V^Mit^mtLXlt. R*tim&g-£%LX^T*,&l^mT)U*)lsmx*foi>). R 

A<1 , 2£7-di3-efc3t<7>tf $?£LC R 1 A < S^S^^'LTt^T4»cfct N i5^T^U J F-^US"Cfey. R 2 
A<7X*^T'fey , ArW/\n'?>m?-XW&£tltzZ>JL-Jl'&XfoV. ntf2X&&b(D&£t>lZ 
#£L^o iCUcc), (Ic)T*S^tLi)<b^^^LTIis Ar^figlS^^LT^Tt^U^i-^Sr* 

h i ).n^2x^tmm^u\x^xm^ti^mn&tLxit.m^it./^>m^(m.iM. 

[0046]5t(I), (Iaa), (Ibb), (Ice), (la), (lb), (Ic), (Id), (Ie), (If), (lg)Xm£1X&ib£W~ 

^x±{m^mm^t^m^it^M^o±wm^^uiz^h^±wm^<Dm^ 

(Inn) T?a£*l*<b£«8-efc<5»£, ^ (la) T?*£*l£<b#*l #3 (Ic) (In) T*S£*l,31b£ 

yax&zms. ^(^xmtsii^it^mti^iikmtzitwxm^ix^it^x^m^. ^(w) 

T?a£ft&4b£Wie(Ir)T-a£*l3<b£^ 

(it)r^H^^b^^r*fe^ii^ii,^ti^tiv^P7;u^>tL<iiv^p^^>^rtfl)^ 

[0047]SC(I)*fcl*(Ia)-C*E**l-5<b^1j!tLTtt, &$-f &###JB-ef#b*l3 

itSWtiitfmi^ti.tiifrxbMd-JLTfr 6H:M2,4-^:7;u*p:7x=;u)x;u:77^u]-i- 

V^P^-b>-1-*;U7t?^V7— k BX^U 6-[N-(2-'j7PP7xli;U)^;U77 : E-r-'U]-1-V^P 
^4r"b>-1-*;U7f54rV7— K, HX^;U 6-[N-(2-'7PP-4->f : -;U7xZi;U)X;U7y : E-1';U]-1-'> 
?PMHz>-1-:*i;U7K*v5— KtlXliBd-X^U 6-[N-(2-^P P-4-7;U;*-P7x=JU)7Jl/7 
T^^^hl-v^P^^^-l-^^^v^-h^fcli^O^^ifA^Jf^LLNo 
[0048]*HBJO*l^l^lNb*l^<b^^(I), (Iaa), (la), (lb), (Ic), (Id), (Ie), (If), 
(Ig), (Ibb), (Ice) (BIT, *SS«HaMb£tt£l&K-f £)l±. mWZ&t<Dl& % Mffl$&k 

m&m&tO&tLXlt. Mz.l£. ^MJ^Aig, rty^Affifc^OT^a'MJREi^US/'tJA 
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/vi^MVMb* 7P/\y^r;Hb, t/*P-f;Hfc, ^iy—Jlit ^'DUV- -?=,- n <t- «j 
rfli^ ^^v^uy_;^vx^;uxxT-;u^b. WVMsxrw^ (5-^ 

?b^.7^ *«WWtUrtt, «Atf 7KWb5%?-;f !f p 

SS m2m£5? $2?^;?J?H tt * * J £'^ 7xp,u 

0%(W/Vh $f*L<TOO. 0001 ~596(W/V)»frefcft 0 WftJWtLTtt, ?U 
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JP-A-200 1-261 557 , . 27/46 v 

#fgBjj<D;§&£#lottLT\ ilttttO. 00001 ~10%(W/V).#£L<lii&0. 0001 
~5%(W/V)SftT?fe*. pH«B#Ji:Lri*. flAlf * ^>5>. 'J>», 2x>K % % 
*Kfc-M-U«>A, i_-7;Mr->, SMW-HJ^A, ^e/xS/-;i,7S>. vx$/- 
;ut=>. HJx*/-;u75X hP>*^-;u&£*#ffli^bft6o pHHffi£iJ©&J8Mli. *S6W 

©5Sja±{*lC»Lr,a*ttO. 00001 ~10%(W/Vh*f£L<I*ftlO. 0001~5%(W/V) 
SJS-CfcS, ±IHpH^1 3m±©7KS»$pHfi|1 2JSlTlcSI8^fcg||fflfi6«!ll*. 7k*;£tt 

[OO52]r»j|ra©*#Jfcl***»»+©**0^ 

??©«£# S#fl^±i::*«&h/ci^c££ttft«. cz-e^giii. SS*K -£©p 
H*frT^*»?a*i=jS<ilLr#«-r*ll«!ijBfi**L. «*(img/mi-ea*$4i4o *#§BJ3 
©ft£&Sfcte*©afc*iMi*©?pK^;/?©}t#£ii. MS*, pH$tn nN&2. 5m g / 

mUpHtt10T*tt1. 4mg/mk pH$j9T:1$0. 4mg/ml"Cfcy, pHfa3^bf&7"T?l*0. 1mg 

^^JtJ^±lc*#^r^^^Jtlis7Kit^*©*^BJ©^b^^*f=li ; e©^fe^l^li ; ea)^p 

■K7^a)MA<»»ftJSl±T?*-5Zt$*L. 0lJ^.liM;U-pH^1 1 ©^ttTtf, £)3mg/ml 
ISLh, »*L<(4^5mg/mim± % £y#£L<li&10mg/mlJiLt, £blC$f£L< Ii£j8~1 2 
mg/ml|C^#$tlT^^Z<i:$^-ro &&©Jt«05l T?5F-f JoK* *3SB©fl:£ft 

Sfdi^mfc-SlMi^^PK^^Ii. M-pH««3~1 1 1CfclvC, £)2mg/mlfi 
g*T?Lfr)8ASUi:l^ *5IM©»^l^oTS7KJSj«©pH$-Mtt1 3VL±\zmmLtz'&. 
pH£5ft1 1 1CTIf -SdfclCfcy , £fl-pH£)1 1 Ti$5mg/mlJil±©«j££iii!#«C<!:#-e£ 

i0053l±§&vmt>*ltc*mmt. &miz&£X+ £&'£%\OJ57£X$im$LmtZ>ZttfX$ 

Ci:#M£U\ ca)J:5lcLT#b^;I^^ n a n li. *S&9§©<b£ttf:?=l±*©E&SlMi* 
©^PK7^©$S14A<|S]±LTfcy . fi»!ft#A<prfil^*o £blc. gu$^3&*i I ?p(£. *3§ 
Bj<Wb£ti£fc[i*©£fc6iMi^©^PK7^ 

fa£tzlt : tOi&1bZ>lMtZ<DZrn\: : yytr<J)&m& > M;U-pH5ft1 1 ©£#TT% £j5mg/ml& 
±, #£L<l4i&10mg/ml&±, ^^^^^"IZmg/miVfo&kmfotfnttl&o 

ioo54]^BM0)mmmmmt. ±ihucph^ii 3&±©7K;§#£ph£ii 2&LT\zm&2htz 

^p D p££fr*fgB£(DEaiM^lcfc^^ 

■MBlZcfcyjGEtetf, Ji^s mtfLto±mzm,xlfoo. 01 ~1 ooM%, »£L<l*8i20~i oo 

mm%xh^o±mMmnm^tt J ^mm(Dmmm^\tm^mmLx^mt^ti3<x^ 

-5c ffll***Lfc»*. ^*©*31SttXI*Jlli*tt»l^*y **«©fl:£*J*fc 
tt-t©«lfc*LMi^PK7^©*fil4» MS-pH^1 1 ©£#TT\ ^5mg/mlJil±, 
#SL<li&1Omg/ml&±(0l];Ll£, £)10~20mg/mlh «fcym&ftlC|£i&8~1 2mg/ml 
"^fc-So -©cfcdl^ *HW©ft^«l*fcl*^©ffifc'SlM4-t©^PK^^©pHtt1 3J2l±©* 

^© P H^i2j^Ti3L. j&5ic(6i:Taigte*-r*^^ic<fey, aSEib^«B*f=(*-t©«fc 

5lM**©?nK7??©»»te*fd*££14£*#«c£*^e£5o *f§B.S©glilifij£ 

tti*. ±iBLfcpH«i3ei±©**?ft$aeft«iu/j:a» mftmrnmiz* p h^i2juticps 
ommmmm. &mzfccx. mmjsxm&Ltz&. mm. sit**.*. 

[0055]*^B^CD^b^tl*fcli^©^fe^LM4^©^PK7^[i. Wttr— ^bM*(NO) 
j^MftfflfccfctfTNF-a. IL-1 , IL-6fc£©ifc£tt1M MKr/jt^HHHftfflfcfcLTl* 

^©^s*f§Bj<D<b^*fcli^©^fc^^ii^©^PK^^^^^^*fgB^(DM^Ii, 
PilLW^C^J^lis *p, •f** ^t, -9-;u. th^)©6tSl«, iBftftSJft, 

£ s x>Kh+v>v3-v^. x*yMrvva«y-7. V37^ iSlfoE, 'J^TT-HttiJL #11 
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•^>Sffl^r/<yy>j; I 5-2oo(2ooMHz)S^^^h;M-?-?afi t 

4 2^P 

)\/-2-y>)\s-h~J\ — \^^^O^^^^^i^\^^Jc'^^ / f^^t^ ^ ^ X^7U Start-?* 

/u/J^h l ^°^-b^-1-*;U7h+v7-K##^jA16X^^5-tert-^;U-2-^P 
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:7M-$'2P^M:>H-ajU7tfc*S'"7— H##«A18 x^;u 2-^pp7.;U7t-x-;u-5,5-v^ 

;U-1 -v^7PMHz>-1 -*;^^V7- h[0060] [##0IJB3 

###]B1 x^;u e-tN^-^pp^-^./u^-p^xr.^Jx^^y^^^H-i-v^P^^F-trV-i-* 
;u#*v7-K*b£!$n)##0iJB2 x^;u 6-[n-(4->7pp-2-7;1/^-p7x^;u)-n->5 1 >iu7 1 ;u 

7T^;U]-1-v^P^^-b>-1-*yU7K4rV : 7-h(<b^tl2)##0ljB3 X^U 6-[N-(2.4-v^;U 
^P7x-;u)x;U^t^^;UH-v^P^4z>-1-*;U^V7— K(^b^ti3)##0ijB4 X^jU 

6^N^,6-5?H'v^ntf;u7x-;u)x;u77 : E^;u]-i-i/^p^4r-lr>-i-*;u?t5^r*>7— h(<b^ 

$|4)##0ljB5 X^;U 6-[N-(4--hP^xn;U)x;U77 : E'r;U]-1-V^P^4r-tr>-1-*;U7K^rV 

###JB6 x^;u 6-(N-^x^;ux;u^7 : E'r;u)-i-v^P^4z>-i-*>/^4rv : 7— KUb^ti 
6)x^;u2-(N-7x^;i/X;U7T^>r;u^i-v^P^+-tr>-i-*;u^i> : 7-h(<b^^7)##^J 

B7 X^;U 2-[N-(4-^PP-2- , 7;U^-P7x^;U)7.;U77 : E-f;U]-1-v^P^^r-b>-1-*;U7t<^V 
7-Kib**9)##«B8 2-(4->h^rV^x^;U)-4,5,6,7-Th ; 7tKP-1,2-^W'rV5 l T 4 / 
-;i/-3(2H) 1,1 -v^vK(^b^67) 

xt;u 2-[N^4-yh^v7x^;u)x;u^7^^;u]-i-v^p^^-b>-i-*;u^4rv7— h(^b^^i 

8)###JB9 x^u 6-[N-^2-^;U^-P7'x^;U)7 > ;U^r ; t'r;U]-1-V'i7P^^r-fe>-1-*^^V 

7-h(^b^tiio)##^jBi o x^;u 6-[N-(3-7;u^-p^x^;u)x;u7T I E'r;H-i-v^P^-lz 
>-i-*;u^4rV7-h(^b^^i D[0061 ]##0>JB1 1 2- (4-?;utP"7x^u) -4,5.6,7-^h 

5th*P-1, 2-^0X^7^77*— ;U-3(2H)-^"> 1.1 - v^vK(^b^68) 

x^;u 6-[NK4-7;u^p^x^;u)^7U7T^^;u]-i-*>^p^+-fe>-i-*;u7t*^v"7— K*b£- 
%i2)x-f;u 2-[N-(4-7;u^p^x^;u)x;u^T^^;u]-i-v^p^^-b>-i-^;u7t*^rv"7— h 

Ub£!$|18)##0ljB1 2 X^U 6-[N-(2.6-v7;U^-P7xX.;i,)X;U77 : E-1';U]-1-v^P^^-tr 
>-1-*;U^v^-h«b^13)#%^B13 X^;i/ 6^M2,3-v:7;U;f P^x^U)*^?:^ 
^;U]-1-v^P^^r4z>-1-*;U7K^V ; 7-h«b^!fel14)#%^jB1 4 X^;U 6-[N-(2,5-v7;U^ 

p^x^;u)x;u7T^;u]-i-v^p^^>-i-*;u^v^-h(<b^^ii5)##^jBi 5 x^;u 
6-[N^3,4-v7;u^P7x-;u)x;u^T^^;u]-i-v^p^^4z>-i-*;u7t*JFv^— h(<b^tii6) 

##0>JB1 6 X^;U 6-[N^3,5-v^^U^-P7x^;u)x;U _ 77 ; E'r;U]-1-v^P^JF-tr>-1-*;U7t* 
*V7-K<b£tM7)###]B17 l-X^JU 6-[N-(2.4-v^;U^-P^x^;U)X;U7T : E'r;U]-1-v 
£P M=-fe>-1 -*;U7f?4r V "7— K<b£% 1 9)d-X^)U 6-[N-(2,4- ¥7)1* P -Px.—)V)7.)V77^l 
7U]-1-v^P'N4r-b>-1-*;U^i/-7-K^b^^20)##^jB1 8 X^;U 6-[N-(2-X|^v* 

;u^-;u^x^;u)x;u7T^^;u]-i-v^p^^>-i-*^u^v"7-K^b^^2i)##^jBi9 
^■?;u e-CN^-v^^u^P^xzi^^^^y^^^hi-v^P^^iz^-i-^^UTH^v^— K-fb 

^^22)##^JB20 ^PtfjU 6-[H-(2A-V7Jl,*n7x-)\,)X)l'7T*4)l>]-l-i'5n^ttl'- 
1-*;i/tf*V7— Kfc^23)[0062]###|B21 6-[n-(4-^pp-2--7;u^-p^xzl;u) 
x;u77 : E'r;u]-i-v^p^+-ti>-i-*;u^v7-h(<b^^24)##^jB22 -fv^Ptfju 6- 
[N^-v^^^p^x^ujxyu^T^^yuhi-v^p^-tzv-i-^^^v^— K4b£!$l25)# 
##JB23 x^;u 6-CN-(2-^h^v*;U7t*-;u^xzL;u)x;u7T ; E'r;u]-i-v^p / ^ d P-tr>-i-* 

;^+V7- K4b£^26)##$jB24 x^ju %-{H-{2-Z? J^n-A-^iVyn—MTsiVyT^ 
;U]-1-V^P'N^r4z>-1-*;i,7t*^rV7-hab^27)##^jB25 X^/U 6-[N-(2-^PP?x^ 
;U)X;U^T^^^]-1-v^P^^r-b>-1-73>ll/7t*JFv-7-h Ub£!$l28)##0ljB26 X^JU 6-[N- 

(2-^pp-4-7;u^P7x-;u)x;u7T^;u]-i-v^p^^-tz>-i-*;u7t*^rv"7— h «b^^29) 

##0flB27 X5=-;U 6-[N-(4-^PP7x^;U)X;U7T"E<;U]-1-v^P^+-b>-1-*;U7t*^v"7 
— h 30)###JB28 X^;U 6-[N-(2,3,4-h'J'7;U^-P7x^;U)X;U77'"E-r;i/]-1-v^P 

^+^>-i-*;U7t*+v^— h Mb£1$-3i)##0ijB29 -rv^;u 6-[n-(2.4-v"7;u^-p-7x-;u) 

X;U77^'f;U]-1-V^P'N^r-tz>-1-7D;U^V ; 7-Kab^^32)##^jB30 6-[N-(2.4- 

v^;u^-P7i-;u)x;u77 ; E'f;u]-i-v^p^+-t2>-i-*;u^v"7— K*b£!$i33)[oo63]# 

%0JB31 X5^U 6-[N-(4-7*0 : E-2-7;i/tP7i- ;U)X;U:7T^^UH-v£P^*-tz>-1-;*UU 
7t*4rV7-h (1b^^34)#%0ijB32 X^U §-[HA2A- : s j ?UUZ?jl-)\,)7.)\,Z>T=E'( M-l-is*? 
P^+-b>-1-?3;U7t*4rV7-h «b^^35) 

#%^|B33 X^;U 6-[N-(2-7-bh^rv7x^U)X;U-7T : E'r;U]-1-v^P^^r-tr>-1-*^ 
7t*^ri/"7— h «b£!$l36)##0!lB34 X^;U 6-[N-(3-^PP7x^;U)7.;U-7T ; E'r;U]-1-^^P'N 

*-tr>-i-2>;UTt**v"7— h (^b^4$-37)##0ijB35 x^;u 6-[n-(2,3-v^pp7x^;u)x;u77- 

^^M-v^P^Jr-tz^-l-^^/fC^V^— h Mb£?&)38)##0ljB36 X^;U 6-[N-(2-If^7 
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- ab^^82)##^jB73 x^;u 6-[N-(2,4-v^;U^-P7xn i /U)x;U^7' ; E'r;H-3.3-vy5 1 ;U- 
1 -.>/ 7P /vdr-b>-1-^;U7t?^v ; 7-K<b^^83)##^jB74 X5^U 6-[N-(2-£PP-4-7;U*P 

^x^;u)x;u77^^;u]-3>v^;u-i-v^p^4r*>-i-*^7K+v7-K^b^^84)#%^j 

B75 X^l/ S-^P^-e-CN^-V^^^-P^xZL^U^^^T^-f^l-l-V^P^^-tZ^-l-^I^ 
[0068] 
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8 2 


C 2 H b 
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C (CH 3 ) 3 














7tfWT-) 
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C 2 H 5 
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B r 
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[0072] 
CHj 

ru 
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/C-0C 2 H 5 

c « 

^S0 2 A— Ar 


r 








Ar 






8 3 




— F 






8 4 | 


CI 


— F 







[0073]J±^J1 <b£^720);tfi$JgpH3. 5. 7. 9, 1 0. 1 1 (DBritton-Robinsonil«^0.5ml 
W*l-?4l##^lB66a)^b^^372^1.10. 1.09, 1.01.0.98. 4.97, 5.08mg^iDL. MICT24 
»IB«#F»»Lfc. 24B#WSL ^»«J*aiO»*l(15000rpm. 5min)L. ±,H £tK71MX0.45/* 
m<DM\syz><o\,$--QM.mL, MmttOtt. tL<liS^;^^nvK^7^-(HPLC) 
SttfilttMRU HPLCIcrib^^720jt^Jt^^«L7rCilOo pH3. 5. 7, 9, 10. 1 1 "C<D 
^b^^72Ojt^Jgli-?-tl-?tl0.043, 0.039, 0.043. 0.353. 1.448. 2.534rfco7t 0 pH3~pH7C: 

n^xitit^72ommmtoAmg/ m mTv^). pH9VL±x*i*mmg.itmix\Ltztf. p hi 1 

T-l*2.5343;^Ljb^$Ui:^o7co 

[0074]H^J11)##^jB660)<b^!fel72 100mg2)D-V>Z.| — ;U 180mg3WVU5> 
30mg4)1mol/L TK^^b^h'J^A 0.5ml5) 1 mol/L ttjH 0.25ml6);£ltfflMg7K 4.25ml##0ljB66 
0Mb£$l72 89.95mg|C1 mol/L TK^^b^h'J^A 0.5ml£Jin;L^fi?L7to 1ml£jD 
D--7>^| — )l 180.02mg. *7 30.1 1mg£flD7L;tfif $-fer7c e &tWHKB* 2ml 

£*Q*. 1 mol/L £M 0.25mlT*pH1 1.17<tL7r e ^St/BUB* 1.25ml£iD*., ±fi^5ml<tL7Co 
aHpHlipHI 1.07T?fcofc. Cft£K7>f7^X-7i:h>T%%ii;frgL. 1&;3i#£$£JiL. ±IB 
m&tyZmt 323.4mg£*#7t e 

[0075]RK«1 l8ifi«1»ffl©{k^1ft72©»jB1±teJ:i;$£ttll«S«1T?»&*lf=fifet» 
* 36.06mg£±g£&7K 1mir*S}§filLfc<t:Z5Mji , l4liS ; 5f'efcofco P HlipH10.57T'fe 
ofco TKT-tl-'rXO^mro^^b^-f^^— T'itii^. S5ii?Si*^P"7K^7<— (HPLC)^ 
Kffir*#f?L. HPLCTMb^^720^ft^;liJ^L7ci:Z6. 10.35mg/m|-Cfcy. <b£$|72a>#8? 
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JJRAW264. 7*^NO4±r=»«ttttft^*©W«*HfeLfc.ttttft^ttli10m 
*y*«Lfc. 2FbfCw«aiJt^l O^M^bl OflMfr«T?1 OnMI=&* J:5*il!lT?n«L«*}ftiti 

f=sjDLfc.^e«ra, *is^5xio 5 fl/miic«:«j:3**fl:*i&jiijiiiaiio%aaDRPMi-i 

640ttttrt?H«U 96^^b-h^1^fefctJ|c«^1x10 5 <i/'0. ZmllCftSJ^SW. 3 
7 C, 5%C0 2 /95%airTT?-«*»Lfcf*» ■SLfcttttft****]*.. LPS^*-?* 

;^fi?^* ±, ? 50//l '5 20 ^ g/ml2 ^ 3 -^^^b>(DAN)^25^I^L. ^ST* 
[0077] 

C«6] 





IC fift (#M) 


i 


0. 12-0. 3 2 


2 


1. 1 


3 


0. 013 — 0 O^Q 


4 


2. 6 


5 


3. 7 


6 


0.5 9 


7 


4. 0 


8 


4. 8 


9 


4. 1 


1 0 


0.058 


1 1 


0.3 1 


1 2 


0. 1 8 


13 


0. 4 6 


1 4 


0. 5 9 


1 5 


0. 2 8 


1 6 


0. 1 8 


1 7 


2. 6 


1 8 


4. 4 


1 9 


2. 0 


2 0 


0. 0 0 5 


2 1 


2. 4 


2 2 


0. 1 8 


23 


0. 0 27 


24 


0. 7 8 


25 


0. 3 2 


2 6 


3. 3 



://C:¥Documents%20and%20Settings¥c2881 96¥My%20Documents¥JPO¥JP-A-2.. 2004/06/1 1 



JP-A-2001-261557 43/46 ^—V 





2 7 


0. 25 


28 


0, 029 


2 9 


0. 0 0 93 


3D 


0. 54 


3 1 


0. 23 


32 


0. 2 3 


33 


0. 2 6 


3 4 


0. 3 5 


3 5 


0. 0 8 2 


3 6 


1. 5 


3 7 


0. 1 3 


3 8 


0. 04 1 


3 9 


0. 32 


4 0. 


2. 5 


■41 


0. 24 


4 2 


1. 1 


4 3 


0. 0 7 3 


44 


3. 7 


4 5 


0. 027 


4 6 


0. 054 


4 7 


0. 048 


48 


3. 8 


4 9 


5. 6 


SO 


2. 0 


5 1 


4. 0 


5 2 


4. 3 


S3 


2. 4 


54 


2. 3 



file://C:¥Documents%20and%20Settings¥c2881 96¥My%20Documents¥JPO¥JP-A-2... 2004/06/1 1 



JP-A-2001-261557 



55 



56 



57 



58 



59 



60 



6 1 



62 



6 3 



64 



6 5 



66 



3. 3 



1. 0 



* 



44/46 



4. 6 



0. 39 



0. 54 



7. 9 



2. 8 



3. 8 



8. 4 



0. 2 5 



0. 32 



67 



68 



69 



7 0 



8. 1 



6. 0 



5. 1 



6. 8 



0. 3 5 



[0079] 
[*7] 
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mM<<*>m&%m&Ltz 0 5PiiK*>linitrate reductaso-eS»iit-r*>l-«»L, fSSffig 
^*>a*tLT»IB©DAN*ffll^fc«3fe3*tJ:9MLfc.»ll»lC»«*tt»(J!)my** 

[0081] 





itNOJ«$ (%) 


1 


7 6 


3 


9 0 



>fh*-r>as±^fz»"r*ttttib^tto!)^ffl$«itLfc.ttttBALB/cT^x(6aK)*j« 

AU i3ma>?*fl*®tiL i*6-8BElc»»itLfc.att»rci*»ttjb***o. 5%^;u 

©1 LPS(10mg/kg)*ttttSfeJ:t;»«HllcW*rttfl!*U, LPSft«1 BtGS&lc 

Sib, jflLft* ©TNF-aajS^lB£Lf=.*fc» IL-1 a. IL-18. IL-6MI4, LPS&^-&6 

[0083] 
[«9] 





Jb*it< h*-f >*H* (X) 




TNF-o 
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I L — 6 


I 1 


9 8 


9 7 


7 3 


8 9 



W*»ILJiiL+B*IMbMflLtJW^ 
[0085] 

[*W©a*]**Wt«^tf.*^*tt*L<l**«*tt(Dfc^*(I)*fcl**©***LM** 
[0086] 



[Biii0>ffiJ|l&ttB] 




aoi 1 ■ 1 1 1 1 
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